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4o Horphine Alkalcids

a, Codeine

The Arzneimitielwerk-Dresden (A1) obtained crude opivm ie,.brac‘b@n from
poppy sources) from a plant in Reichenberr: ;Iiocerluusuw This erudo
opiun had a purity of sbout 75 percent. The &.D produced pure norpline
from the crude opium by repcated reerystallization throusd: a morphine

salt. The morphine was tlen methylated to codeine. 4.l iaru] ities P10

duced approxiuately 20-~30 kilograms of codeine 2 nmonth.

b. Dihydrocodeine (-Dehacodin , Psracodin )

4.0 produced this product from codeine by the i‘ollm’rinp method:

1) TFive hundrad (500) grams of purified codeins, 50 groms of Raney nickel.
and 300 ect, of anhydrous dioxanc were placed in a five-iiter auboclave
and heated, with stirrin: or shaking, to 100-110°C. at a constant
hiydrogen pressure of 25 atmospheres for three to five hours. The
rocction solution was cooled and docanted fron the catalyst, and the
residue completely recoved from the finely divided nickel by filtration,
The oily liquid obtained was golden yellow in color, The cetalyst

could be re-used at least four times vwithout traatment.

2} A hot, filtered solution of 23C grams of +artarie acid, in
livers of amhydrous dioxane, was added with rapid stirrin-

o methyl alcohol for 30 minutes. The liquid c.gouc.cc altor

Tour to

fMive

Lo t’s @ oily
Liquid. This procedure immediatcly yielded a viscous nass which chanbc 2
Lo a voJ.Winous, Tinely-crystalli z.od form after bein warued for o
perioc. These crystals were hieated under reflex wlih two to +lmec liters
4 xricd

of time and the bitcrirate of dilrdrocodeine wrceinitated in e compact,
r:z;’stallme form. This preduct satisficé the qua.lit Jtaddards regudred
Ty the control specis lcanom, it melted ab 109-1200C. G as
$9.5-100 perceat pure. 4 yield of 70~G6 porcont was obbtained,

Gr ioJ.
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¢ Dilgrdrocodeinone ( Pigodis ), dlgdre-hydrezyeodeinome { Rukedal ).

t’i@ﬂ.

dyydronorpiinone uﬁhc 2

Croliminery bent procedives for the produetion of those products wore

sndoyrsy in 1953, bub none ha\; been decided upon.

Solausceoons Allmioids

2. Atropine an

whelz]

Hhroneyron

Ay

A pre:'pc:md hyoseyomine anc. stropine by extroctlon of Radix lelladon
with methyl cleobol. The pure albeleid hese-misture wes obtainod Ly
rapeated cryatallisation f'rm e concentra ated erbract and hostin
chareoel . 'f.'ius mroduct, ermbeining about &) peresnt stwopire a

pereent byoseysnine, was 8o'd as "Bollatotel® in tableb and oupy
For,

ba atroping Mobipd 'litrete ! Fampirin j

A4

Laboratory-neslo pt‘% tion of shropine =etiyi nitrebe wan unf'ﬂ. a‘a A
in order to control the reactionsg cerelully em nvoid lo'
atroring bese wes m*agw:@u by dieealving 290 promas of stropine ¢
in about 950 ce. of weber asnd ore ,,u,ig.m,wf; the etropine by tle \i{,"i“tionj
with :vstim'“"mg s of 330 ce. of 30 percent smmonium ! wdroxides Tue
precipitate was filiered, wad thorow Ty witl: water {(in w
soluble 12500) snd drice in.on oven st "‘{}u'?ﬂoﬁa The yield won 173.5
grang (320 poreent) with & nc'!.d:m* point of JAY9C. The time requived
Por thie aten war ore bowe,

The LTL.G pre
Piltoered, aad 4“3‘&‘-‘
Aoy t‘m reasbion *'u:xim*\-
beied perded, the sivopiae
: ~vwsta‘ifs-» wore Dilierad of

Hie 20U
wacew, Tiltoveq,
cilver nitvate
@ gborze o gvo

¢ ohhe mmbmi‘t.m-cd &
w abares of
'u‘ f‘ Tom

> disgolved
r“i dema 1
wsber )a

1t wao
treto

ant %

1¢ wes
(¥ a4 vashor »;“.‘;i*fs
3 ai, p **n‘-~r";cr»lurc vgo'l, zmuw TOYC, end the
1 e of

Az“'sﬁz‘

PO,
Ao e

tue vdsbar
SIR AT
wrersl b
iw@, pw&crﬂ 1t
= liguer we cabod oimilard

o gelting }Joint of 160 :
war & wuite, microcrys L.mu.‘ u, PTG
Tre time regulred for the

b ey B
2 Ooel E 3

P iuc"'f, e 3
ad et 70°C, ff::." ohovl
eddition of chlier to the
wes 106 prems (35,7 percan
decomposition). This p:*m‘u
sasily soluble i chisro™eorn snd ehbhor.
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preparation of the strovine metiyl nitrate wes cizht hours. Aoy ine
methyl nitrate wae eold in a package conteinming 10-0.001 gram ©

A
b e

sgopolaning
1) At the beglundn: of 1993 it wes deci ﬁc’,d to widen the D alkaloid

production to inclnde scopolsmine, This production was to ub
folia Datura motel. The orgavie bo;ve"xt morhiod eustomarily uscd could
not be orployod beecanse of the simulteneous extrection of cb ms"aumr} Lo
Tt wan discovored ab the AD loboratory that scopolamine could be

oampleuly extracted by a »»nupto percolation with water. Addivion of

acid produced no better rem and promoted 2 hydrolysis to uuopiﬂo«-lu
tropie acid. During the ca?:trr.t,tj.m tlio temporaturc had to be kept low

in order to aveoid the wderirrhis  racemization to opbically ma::tive
atrooeine compononts widch would affect thovphysiolojicel action of the
product,

water-pereolztiom miraction wan
uke €lechol. The reyuived maounb
'1 clzmic‘ nydz: con biveyaico s added dlowed uy
vie uzu_l cuaum s eeearred ! y a5
removed by addition of Tute oloouol, and bue acﬁl'u’;-ion seodds with a
erystal of the desired ;,3:*{.:.;&1. o dnitlato cxﬁ.,‘ﬂllaa*ﬂm., Tae mi
was allovwed bo stand in the dee boxm for Hwrseo :
erystallization, afber which the praduch w
woshoed with acebone and dlasolved in 00 pey
waber, oharcosl wes added to docolorise the solublon,
filtered iato flab disrea sol seedod with u erystal of
Phe dishen were allowed o sband for two dnye in tho isc
el time complete prea u.cm pecurred,  Yae preeipit
end dried on clay plates st ot Stre eryvstals covld
from the mothor liguor By a .»i.m_m\\‘ traatmont, ‘i"im,’j;'&yg
aeopolatine wos obiained by sdding sofiun blearbonate to
liquer. Thiz seomolamine wes se-woried in Mho sbove 1
e vield,

a3, %w w" 1
of 1 @:ng e pﬂ:‘(‘&
miq. wion 0?" TAre &0

:’ Comment?

1. The plant =t Rm.c&mher';,f’ifiu oriousity had been o beomel factory of
ohe Povosy d“’“&()&“i;l,, fala .
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